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. Corresponding yalues for F reticulocytes in a normal child <1 yr old were 12.4±2.3 and 8.4±0.4%, at the age of 5 mo and 8 mo, respectively (4) . As expected from the markedly elevated but subsequently declining F-reticulocyte levels, the number of F erythrocytes slowly increased during the recovery period, then closely paralleled the declining F-reticulocyte levels. Fig. 1 , the magnitude of change in serial values was never more than 2.5-fold.2 Second, although the relationship between the percentages of F reticulocytes and total reticulocytes is imperfect, levels for the two variables tended to change in parallel. Thus on the 16 d where F reticulocyte and total reticulocyte levels were each measured, the two variables were significantly correlated (Kendall's coefficient, r = 0.6, P = 0.005). This correlation suggests that F-cell production is preferentially decelerated with the advent of erythropoietic suppression and preferentially accelerated during escape from suppression. DISCUSSION In previous reports increased numbers of F cells were observed in leukemia (7), during recovery from aplastic anemia (4) , and during successful response to bone marrow transplantation (8) . The present cases expand these observations and suggest that increased F-cell production is a general phenomenon associated with accelerated erythropoiesis. In addition, assays ofa child with SCA ( Fig. 1) illustrate that F-cell production is reduced to a greater degree than non-F-cell production when erythropoiesis is suppressed. Thus F-cell DAY OF THERAPY FIGURE 1 Serial assays of percentages F reticulocytes and total reticulocyte in a 14-yr-old male with SCA. As indicated by symbols, the patient was treated with transfusions of 2 U packed erythrocytes (T); vincristine (2.0 mg i.v.) plus methotrexate (7.5 g/m2 of body surface area) with folinic acid rescue (*); and doxorubicin (50 mg/M2 i.v.) plus cyclophosphamide (700 mg/iM2) (+). Numerals adjacent to Freticulocyte levels indicate the absolute number of F reticulocytes x 103/,ul. production seems to be regulated separately from non-F-cell production.
The observation that F-cell production increases with response to erythropoietic stimulation provides an important in vivo correlate for recent in vitro experiments. In the presence of supraphysiologic levels of EPO, abundant HbF is synthesized in colonies cultured from erythroid precursors isolated from bone marrow (2) or peripheral blood (2, 3) . The average number of erythroid colonies that contain HbF at 14 to 16 d of culture in 13 normal individuals was 34.1+3.9% (2). This value is quite similar to the average maximal F-reticulocyte level (35.2+12.8%) seen in five subjects, older than 2 yr of age, who were recovering from hypoplastic anemia,3 and who might be expected to have high levels of EPO (9) . Whether the selective depression of F-cell production associated with erythropoietic suppression is, in turn, associated with falling levels of EPO is unclear. In any case, further studies are needed to determine whether changing levels oferythropoietin can alone alter F-cell production or whether other factors are required.
